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2 (Amended) A composition as claimed in claim Including said one or more non- 
hygroscopic additives, said one or more non-hygroscopi/additives comprising a earner that 

comprises either / . , 

(a) particleshavingadiame.e.oflessthan./micro^orequ^abom.Om.crons.su* 

to. a. leas, 50% of said composition consists of penary partic.es having a diameter of .ess than 
10 microns or equal to about 10 microns; or / 

(b) coarse particles having a diameter J at least 20 microns, such that an ordered 
mixture is formed between (i) the carrier and/li) the polypeptide of (A) and the one or more 

surfactant compounds of (B). 



IT^^The composition o^Z^^*** <™ ° f «"> ° ne or mOIe 
surface compounds is a bile salt, an alky, glycoside, a cyclodextrin or derivative thereof a 
single-chain phospholipid, or a double-chain phospholipid in which each chain of the double- 
chain phospholipid is eight or fewer carbc^tornjja^g^- 



21. (Amended) A method for systemic administratioryof a biologically active 

polypeptide, comprising / 

providing a composition comprising a mixture of/ctive compounds (A) a bto.ogtcally 
active polypeptide, and (B) an enhancer compound whi4 (i) has a consistency to, pernuts ,, ,o 
be processed into primary particles having a diamete/ess than ,0 microns, and (ii) enhances tire 

composition being in the form of a dry powder itable for inhalation from a dry powder tnhaler 

device; and / , , 

causing said patient to inhale throug/the mouth said composition from a dry powder 
inhaler device; provided tot a. least 50%/f <»e total massof the active compounds, at the pom, 
to active compounds enter to respiraU tract of to patient, consist of particles havmg a 
Hi.n^lessj han 10 microns or equ al/o about 10 microns. 



31. (Amended) The composition of claim 1, wherein a. least one of said one or more 

surfactant compounds is a bile salt. _ ^ — . 
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ded) Acom ~to^mprisingamixn ire ofactivecompounds(A)a 

bi ologica.ly active polypeptide, and (B) an enhance, compound that (0 has a co.is.eney that 
permits it «o be processed into primary panic.es having a diameter less than ,0 
ii) enhances the systemic absorption of said polypeptide in the iower respiratory tract of a 
patient, said composition being in Ihe form of a dry powder suitable for inhalation from a ry 
powder tab*, device, wherein a. least 50% of the total mass of active compounds constats 
primary particles having a diameter less man 10 microns or equal to about 10 microns, sa,d 
primary particles optionally being formed into agglomerates; and 

a carrier comprising particles having a diameter of a, leas, 20 micro., such that an 
ordered -iy ^farmed between the active compounds an d the earner^ 



78 (Amended) A dry powder inhaler device containing a composition composing a 
nature of active compounds (A) a biologically active polypeptide, and (B) an enhancer 
compound which (i) has a consistency tha, permits f be processed into primary partic es 
having a diameter less man ,0 microns, and (ii) enhiices me systemic absorption , of said 
peptide in the lower respiratory tract of a pa/en, said composition being in the form f dry 
powder suitable for inhalation from a dry pow/er inhaler device, wherein at leas, 50/. of the 
total mass of active compounds consist of imary particles having a diameter less man 
,0 microns or equa, to about 10 micro»s,/id primary particles optionally being formed mn^ 
agglomerates; the dry powder inhaler de/iee being adapted for inhalation through Are mouth. 

79. (Amended) THe dry powder inhaler device of claim 78, wherein the composition 
comprises a carrier, which comprises either 

(a) particles having a diameter of less than 10 microns or equal to about .0 microns, 
such tha. at leas. 50% of said composition consisis of optionally agglomerated primary parttcles 
having a diameter of less than 10 microns or equal to about 10 microns; or 

(b) particles having a diameter of a. leas. 20 microns, such ,ha. an ordered mixture , 
formed between the active compounds and the carrier. ^ 
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~96 The dry powder inhaler device of rfaim 78, wherein said composition is in the form 
of said agglomerates, said device being con/gured to induce the majority of said agglomerates to 
break down into particles having a diametiless than 1 0 microns or equal to about 1 0 nucrons, 
upon inhalation of said agglomerates fro/said device. 




102. (Amended) A propellant-free composition consisting of 

(A) a polypeptide; . 

(B) a surfactant compound that (i) has a consistency that permits it to be processed mto 
primary particles having a diameter less than 10 microns, and (ii) enhances the system* 
absorption of said polypeptide in the lower respiratory tract of a patient; and, 

(C) one or more additives selected from the group consisting of a mono- or disacchar.de, 
raffinose, mclezitosc, sugar alcohol and polyol, said composition being in the form of a dry 
powder suitable for inhalation from a dry powder inhaler device and into the lower respiratory 
„ac, wherein at least 50%of the total mass of (A) and (B) consists of primary particles havtng a 
diameter less than 10 microns or equal to about 1 0 microns, and wherein the surfactant 
compound is selected from the group consisting of a sal. of afatty acid, bile salt, single-cham 
phospholipid, double-chain phospholipid in which each chain of the double-chain phosphohp. 
is eight or fewer carbon atoms in length, alkyl glycoside, cyclodextrin or derivative thereof, sal. 
of a glycyrrhizine acid, sal. of a saponin glycoside, sal. of an acyl carnitine, and sodtum 
salicylate. 

103. (Amended) The composition of claim 102, wherein the one or more additives 

comprise either 

(a) particles having a diameter of less man 10 microns or equal to about 10 rmcrons, such 
that a. least 50% of the composition consists of primary particles having a diameter of less than 
10 microns or equal to about 10 microns; or 

(b) coarse particles having a diameter of at least 20 microns, such that an ordered 
nnxture is formed between (i) the one or more additives, and (ii) the polypeptide of (A) and the 
surfactant compound of (B). — 
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112 (Amended) The composition of claim 102, wherein the surfactant compound is a 
bile salt, an alkyl glycoside, a cyclodextrin or derivative thereof, a single-chain phospholipid, or 
a double-chain phospholipid in which each chain of the double-chain phospholipid is e.ght or 

fewer carbon atoms in length. 





117. (Amended) The composition of claim 102, wherein the surfactant compound is a 

bile salt.- — ' " — ^ 



Please add claim 119. 



1 19 The composition of claim 102, wherein the one or more additives are selected 
ftom the group consisting of lactose, glucose, raffinose, melezitose, lactitol, maltitol, trehalose, 

sucrose, and mannitol.- 



